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I, Mark I. Greene, M.D., Ph.D., ER.C.P., hereby declare that: 

1 . 1 hold a M.D., Ph.D, degree from the University of Manitoba. My doctorate research 
was on Immunology. I have 30 years of experience and active scientific research activity, and 
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Exhibit A- ^ . , , 

2. IhavereviewedaBd^derstandtheapplicationaadtheinven^ 

identified patent application ("the '623 application"). 

3, 



lhave revised and undersmd the Office Action mailed September 1,2006. Ian, 



s—g this decla^onattest to the knowlcdgeof one of ordinal .^^^ 
the earliest effectivefiline date (December2U2000)ofthe '623 appUcation. 

4 The fields of monoclonal antibodies, the techniques for their conjugation as well as site- 
directed itnmunotherapy were wcU-developed arts. Tl^e generaiknowledge 
antibodies were structurally weU-characterizedTTte level of skill andknowk^^^ 
^tibodies at the tun, of filing was such that production of antibodies against a well-characteri^ted 
antigen, was conventional. Methodology to conjugate small molecules via linkers was known in 
the art. This is a mature technology where the i^el of skill is high and advanced Further, 
receptor^mediated endocytosis was a known biological mechanism for antibody-receptor 
complexes. 

5. Considering the routine ait-recognized method of making antibodies to fully characterized 
antigens, the well-defined structural characteristics of antibodies, the functional characteristics of 
antibody binding, and the fact that the antibody technology is well-developed and mamre, one of 
skill in the art would have recognized that the spectrum of monoclonal antibodies which bind to 
p75, TrKA mi IGF-IR polypeptide were implicitly disclosed in the specification as filed. The 
disclosure three individual single species of antibody-based chemolherapeutic agents directed to 
p75, TrKA and IGF-lR polypeptide on the surface of a tumor cell including a drug resistant 
tumor ceU provide support for three relevant genus as an ordinary artisans could predict the 
operabiliiy in the invention of any species otiier than the species disclosed. That is, one of skill 
in the art would recognize that monoclonal antibody conjugates that recognize the sanae or other 
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.ucc«s by teehmqu« weU ta„,w m .1 time fte appli««i«n fi'^"- 

6 Monodo™i=anbodi««hichbind.op75,T.KA»dlOF.mpolyp.ptid=c«,bcn»de 

^vift a high mte of success ftom «adily avaUAlc sustog m««iab vrtftou. «du= 
exp«imen«ion(,....mtep75.TrKA»dIGF.lRpolyp.p.ide antigen.; and myebo^cemy 

7 I deolaw fate that ^ sWem«.t5 made in this Declaration of my own toowWge «. 
t„e«aUa«««en.,m.deon,ntem.tio»a.»ibeUrf«.believ«l«be».c,andfimh«,M 

theBesta«»c„»a.»m=de'**etowledgethatvrillM««s.a«n««sa«i*cmesom.d^ 

a.ep..i*ablebyf,nconmprisonme„t,orbo*.undcrSec.io„100,otTOel8of4»U««d 
States Code, and that such «UM ialse statement, n^y jeopard;^ .he vaUdity of any patent that 
may issue from the present application. 
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